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(57) Abstract 

Drugs containig as the active ingredient 
aminoalkylindazole derivatives represented by 
general formula (I) or pharmaceutical^ 
acceptable salts thereof, which have high 
affinity and selectivity to 5-HT 2c receptors and 
are useful in treating central nervous system 
diseases such as sexual disorders, genital 
insufficiency, appetite regulation disorders, 
anxiety, depression, and sleep disorders, 
wherein each symbol has the following 
meaning: A represents optionally substituted, 

linear or branched C w alkylene or cycloalkane; R 1 and R 2 are the same or different and each represents hydrogen or lower alkyl, or R 1 
and R 2 may form together with A a nitrogen-containing saturated heterocycle; and R 3 and R 4 are the same or different and each 
represents hydrogen, lowr alkyl, halogeno, hydroxy, lower alkoxy, aryl-substituted lower alkoxy, amino, mono- or di(lower alkyl)amino, 
lower alkanoylamino, nitro or cyano. 
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issiit ffittk mm, JteJMk awe*. wP7h/77^ 

2 - (7 -7;M"D- 1 H— >^7-;U- xf7U7 I 7 ; 2 - (6, 

7 -77;I/^P- 1 H-jyPV-JV- 1 --OU) xf7U7 5 > ; 2 - (5, 7 - 
•77;M-p- 1 H-^f yffV-fr- 1 -- OIO xf-;UT i > ; 2 - (4, 7-77 
;M"n- 1 H-4 yyV-Jls- 1 --OU) xf7U7 5 7; (R) - 2 - (6 -7^ 
tTp- 1 H--Y 7^7*-7U- 1 -l-yf^xf^7;>; (S) - 2- 

(6 - 7;M"P- 1 H--f >?V-JU- 1 - -Ob) - 1 -xf7l>xf-/l/7 i 7 ; 

(S) - 2 - (6 -7;I/*D- 1 H--r yW-fr- l -4 ;i0 - 1 --f 77°P t° 
;I/o.^;UT = 7 ; 3 - (6 - 7;M"P - 1 H--f l-4Jl>)-l-/ 
3-)U-?u¥jUT I 7; 3- (5-7;M"P- 1 tf-f >?>/-Jls- 1 ->f ;U) - 1 
- y f7U7*o t°;ur $ > ; 2 - (7 -7*p^&- 6 -7;M-p- l H-^f 77*7-;u 
- i o.f-;ur i 7 ; 2 - (6 -7;M"P- 7 -y b*7- 1 H-4 y?V 

x.f-JlT I 7 ; 2 - (5 -7;M"P- 6 - y h*7- 1 H-^ 7 
VV'-JU- 1-4 )V) xf-;l/7 S > ; 2 - (7-^oo-6-7Wp- 1 tf->f 
>^7-;U- 1 -"Ob) xf7b7 i 7 ; 2 - (7-^do-5-7Md- 1 H- 
<0*V-;l/- 1 -WVI/) iW; 7; (S) - 2- (6-^od-5-7M 
d — l 7?V-;u- 1 --T;U) - 1 -y^;ux^;ur S 7 ; 2 - 
p-6-7Wo-lH-Of/-^-l-^W xf-;U7$ 7; 2- (4, 6 
-/^dd- 1 H-^yPV-fr- 1 -<f;U) xf7U7S7; 2- (4, 7—77 
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PD- 1 H-<< >¥V-JU- 1 o.f-;U7 $ y ; CS;-2-(4, 5-5? 

^dp - 1 ff->f >^v"-;u- 1 --f;U) - 1 ->^^^;ur $ > ; 2 - (5- ' 
•>77- 1 yifV-JV- 1 :c^;U7S >; 2- (5-$>./f-;l/7$ 

J - 1 H-jyyV-JU- 1 ;U) Jcf-;UT= > ; 2 - (5-^f^7i/- 1 

»HJHfc£tl<*> 5 - H T 2C ^#«t U3^l «Utt U $ £ \z 

«H»*-r;UTt>^t&T*4c:i^&s tlt^ 

*%iM© 5 - H T 2 c StftC^t5 WiiM^^ 9 YZm^iz 

A. 

5 - H T 2 c SO* 5 — H T 2 A g3gft : A. Pazos et al., Eur. J. Pharmacol., 106, 539-546 
(1985)X(i.S. havlikand S. J. Peroutka, Brain Res., 584, 191-196 (1992)©3£feK «fc £ [ 3 
H ] 5 - H T |fr£#tfr K «k D Ufc. 

5-HT, A g®f* : S. J. Peroutka, J. Neurochem. 47, 529-540 (1986)©2f&K: ek £ [ 3 
H] 8-0H-DPATg4M-ia^lU: o . 

±%tt&*m\ u #> k©5 o w^m-t *ig&*g (ic 50 t) 

gWfc^58jRJtt£$"f K i ffittJKT©5CT«l»UA: : K i = I C 5 
0 /(l+[L]/[Kd]) ( [L] : y#>K«£. [Kd] :«?Mt^») 
d ©Itm^S 1 ir^fo 



1 if&^SISfc (Ki> nM) 





5-HT 2C g§{* 


5-HT 2A « 


5-HT, A g## 


1 5 


3.7 3 
1 6 


1 4. 2 
1 4 0 


> 1 0 0 0 
6 1 0 



£M&tid : 2- (5 - ^M-n-f > K-;u- 1 ~ Ol/) xf;l/j; > 77M 
£ (EP 655440 ©SUfiflfl 1 ) 
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*WMtGWtt<< y K-^lifWKJt^ 5 - H T 2 cSWKX-TT* SSI ^SWtt 
£W U 5 - H T 2 5 - H T , A 5«ftir» LT«tt*W LTt , 

B. 7yh*iB^fc!Mlltf;I/ 

7>y hN&iftga&fMi : 5-HT ac s#fMo»ic«k*5x mmmzmm-tz 

Z k&fti btlTl^ (Berendsen & Broekkamp, Eur. J. Pharmacol., 135, 179-184 

(1987)) o 7>y h»ctt»<fc'&tt*a4u % ta:4ffi^^N 3 o^moRfe^jSiajK 



2 77h4ffl^ fcHMfc-tf^U 



WHHtitto 


fi/J^SWES (mg/kg, s c) 


mm\2 6 

gttfll 3 0 


0. 1 
0.0 3 
1 



&mt&%B : 2- (5-7;^P-r>K-;U- 1 ->T710 xW; 
> 77;l/fS (EP 655440 ©HtfcflJ 1 ) 

*mjMt&%dT$>6j >yv-jimmm$, ep 655440©^ > K-^WKit 

*36W<b<£& ( K ID. M¥ftlHcM$ ft £-£©&, -e©7«$k *©*§ 

m^© 1 «x« 2 mu±%mmfrt LT^-rmmm^mt^mmm^ 
izm^tizimvmmL zomomm&m^, mm, %km, mm, 
m, ml mm, mm* mm, te#ffl$KHSi«**u ap» 

i§«A 1 A^/c 9 . 1 B 1 0 m g~ 1 0 0 0 m g . tfft U < (4 5 0 m g ~ 

200 m g©$ssiT- 1 a i mfrz#®K&imu&-5-zti&fr. ttzimx 1 a^ 
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iz*), 1 BKo£ 1 mg~5 0 Omg, Ifft L< <*5mg~ 1 0 Omg©$Eg|T\ 

i 0 1 m^e»a[ii»rd»j-»*Rrt»^$n-5K ttz^ 1 b i 2 4 »©$& 
H-riMRrt^aiift^snSc fefc^flineutj^K, 8t£*(*m*©&#T» 

i^nSo :0J;^iH*Mtti:fcl^Tli> 1 o£ fc(i^;ft^±©«1*kMK 
^ < t t> l o©TO««#i^ h-;k 7* K7iu t Kp 

+ ->7°Dt 0 ;H?;l/D-x, «n B 0 H?;l/p-x, -r>7°>> #U tr~;Utf p 'J K>> 

tt&«#y w©»#y. #iR(f x-r 7 u >iv ■> ^ a© ck ^ /j: jpg^^nm 
i fcteTx^*'>$?©cfc 9 ^wai^tw i/t^tfcm ^ mm* tz 

•> 7° p £VM ?-;Hz;l/ if©«Xte i ^tt h £ 1 > (i«tt© 

mm, mmm> mmmo^o^mmm. tmm, mmm. %mm. mmmitism^ 

p-;K # 'J xfl^>^ 'J P-7K * 'J -7%©^4'*». a.^ y -71/© J; o is. 
lwtj?SWfc« N R«J> ffifflflU ?Wfc«, £ft*!U gc/tMbffi ^ h-xK 
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7;b^>S«rf. 7j(»l;t HJ *A l . 8 6 g£^*-9->T*ftfrU i>> f7U*;i/ 

^7; K 1 0 0 m ] £fln*.fc 0 -ftt^ jtfc#Ts *J* f7b*;UA7 ; Kl Oml^C 

^i/;4-7Mo - 1 h-' r>yy-;u5. 2 7 g*»*»cja^ 3 o#j*#u 

/Co H<;\ S«(C7jci%^ 7 o D7-b h- h U & 3 . 5 0 g ^M^UT 2 H$ffl8B 

wuco fci&m&M*Kfrimwtz-i-ji<T"®it}iUc 0 m^^m, # n gig* 

A^07^77^- : >/ftfcf7U= 5 ) T*£fi U ( 4 - 7;b;t 

D-lH-^f/-jb-l-^^) 7-fcrb-MJ;U3. 3 3 g£«fe©gH*£U 

#%#J 1 £ Hfil©7j&K J: «9 s 2 ^ t, 2 4 ^ T©ft;£-'«#/c 0 



#%#|J 2 
###'|J 3 
#«4 

#%#|J 5 

###J7 



(4, 5-^7;t/4-p- 1 H-jyM-jU- 1 7-bh-h'J;U 
(5 -7;M-p-4 -7f7U- 1 H-^f y^V-JU- 7-fe h- 

(6-ji ho - 1 >yV-;l/- 1 ->f;lO 7-t b 'J;U 
(5-^ho - 1 H-^>^'v'-;l/- 1 --f;l/) 7-fer h- b U 7U 
(5-7dd- 1 H-J y 1 — f;i/) 7-fe h^- h U;u 

(5-7'o^t- 1 H--T >^*7-;U- 1 --T;b) 7-fe h^. |. 
(5-3- K- 1 H-Jy?'V-JU- 1 — <;10 7-t?h^b'j;U 



iJ10 : (5-7f-;u- 1 H--( y¥-Z-)l- 1 7-t?h-^HJ;U 
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###J1 1 : (5-7>;l/- 1 H-4 >VV-JU- 1 -4JU) T-t?h-hU;l/ 

##0IJ1 2 : (5-y |> + ->- 1H-Y>^/-;1/- 1 T-feb-bU;U 

###J13: (5, 6-^DD-lK--f>^/-;|/-l-^^) b- h 

#%flU 4 : (5-7'p^E:- 6 -7;M"P- 1 H- >^ V-;U- 1 --T;l/) 7-i? h 

###'J1 5 : (6 -7 PP- 5 -7;M"P- 1 H- >7*y"-;l/- 1 - j)V) 7-fe b 

- H 

##$J 16: (5-7pp-6- 7;M"p — 1 H— -f >7*v'-;b- 1 7-fer b 

7 : (4-?DD-5-7Mo- 1 yVV-Jl- 1 -J)U) V 

- h 'J ;u 

#%$J18 : ( 6 - - 5 - 7;l/t D - 1 H- ^ >/7 1 - h 

#%fiJ19: (5, 6--^7;l/;tP- lH-^>yv'-;l/- 1 --f;b) T-tr h U 

##$J2 0 : (6 h^->- 1 H->T>^y-;U- 1 - JJU) 7-fcr Y- Y U )l 
#^#J2 1:2- (6 -7;M"P- 1 H--f >^'y-;U- 1 --f;U) 7°p 
h Vju 

#%0J2 2:2 - (6-7;M-p- lH-^>^/-;l/- 1 ->7p^>7 

J y 

2 3: ( 5 - 7 jUt P-lH-^f >^ 7 '_ ;l ,_ 1 - g^if-yb 
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tTp- 1 H-A yy'/-Jl- 1 ->f;U) - 1 -J?jVx. 1 f-)U0. 9 2 g^Wu J? 
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^4: 1- (2-77 K-3-> b + ^yahVl/) -6-7Mp-lH-^>y 
H»3 5: (S) -2- (5, 6 - 7? o p - 1 H--f >yV-Jl- 1 

- l - / j-jujLf-jur i y 7 -7;i/^t| 

IS**: (S) -1- (2-77K7°nt: < Vl/) -5, 6-^dd-1H-^^/ 
3«J3 6 

6, i-vjrnv-i h-4 >?v-)Ufr$>4&m 4 3 mimmm 3 1 <t mk® 

Tj&KJ^ (S) -2- (6, 7-77DD- 1 H-J>W-)U- 1 -- - 

l - ^ f ;uxf-;U7 i> 0.57 v;uS£JS£?#/co 

3 7 

;<777Jl/*7it 2- (5-7;U7f-p- 1 H-^ 77'V-^- 1 xf;l/ 
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U . 2 0 g> -JJif-JUT i>2. 0ml 10ml ©jSTir^frA^ gjfi 

(rx i GmmmwLtzo 'Rmm&mEimu ibntiii: 1 N?mit± h u 7 a 

#*tt*iD;itESH:£ * PP*;UAT#tfctj L/c D ^W^WM^tSfn^ 

A^D7h^77^- C^lKtt : I^Ux >/»^7U= 2 / 1 ) TJfiWtt U N, N 
--^if-;U-2- (5-7Mo-lH-^>yy-;l/-l-^;l/) xfvM/7 £ >0. 
1 0 g£?#fc 0 HbtlfcM N-'JJLf-)l- 2 - (5-7)U*u- 1 H—4 yW- 

£iD;i£ l;/:fe b B B ^Wl^ MJ±W LiV, TV- 2 - ( 5 - 7;^ d - 1 

H-4 >yy'-;U- l x^;U7 $ >ig|fcig0 . 0 6 g£Sfe@ft:£ LT#/Co 

n« 3 7 «t t) , mmi 3 8^^40 Mt&mzmzo 

l»J3 8 : 5-7;M-p-l- ( k 2-\*WJy-l-4)],x.<f-)V) -1H~4> 

m\: /?>xju*>m 2- (5-7;M-p- 1 H-jyyv-jv- 1 

^Sfc#iJ3 9 : 5-7^P- 1- 5»- 1 - ;Ujtf-;l/) 

WM: J ?>XJU*>& 2- (5-7;i/*P- 1 H-j>y*/-Jl- 1 — f;b) 
x^&tftf^'J >>> 

HJfctfH 0:2- (5-7;M"D- 1 H-^T 1 -JV, N- -^7° 

d h°;Uxf-;U7 5 >&Bfc& 
1R3H- : y * 2 - ( 5 - 7;b7f-p - 1 h-a >^V-;U- i-JjV) 

- 1 -^f-;Uxf-;U&tfv ? 7 B u h°;UT i > 
5£8te0J4 1 

7^=T >#HmT> 7j<*<b^ h ij 7 A 0 . 16gC^^ f-7l/*;l/A7 $ K 1 5 m 1 
%Mz.tz 0 *#T, yyfMMT- K5 m 1 ^c:«L/c 5 - 7;ktP 

- 1 H— T >*V-;K). 5 0 g«TU 3 O^WUWLfco SEICM 
T\ 7PP7-1? hx h ij;uo. 2 7ml *togfl? 4 HfM^Uito £j£$«7.k 
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77^- (^M : h;l/X y/fti?i5 1 -;U= 8 ) T«i U ( 5 - 7^ O - 1 H- 4 

yyv-ji- i -jju) r-fe i^- h u;uo. 4 i g^-#fc„ T^y^mmrt, ?m 

lV)3-0^T)li-*y^Q. 1 0 g^fh7t Kp77>1 Om 1 trK£-fe!\ dft 
KijlrtlTVK-^AO. 3 7 g0f h7tFa77>igi5m 1 ^JPX. 3 0#HJfJ$ 
U/Co ClOiiMir, (5 -77M"P- 1 1 --f;l/) T4? h - h 

'J ;U 0 . 4 1g©fh7tFP77 >M (5ml) 2 I$ft9jg& b/c 0 

SiS^(C7K^J[i^fiI©M»MU Hfr, lN7jc^b7"hU^A7j<^^jpx.^ 
*tti:Uco hM{::ck«9|S££, «£^PP*;bAMUfc 0 

Hl$ L/Co &£>tltzmM& •> U 77 W# 7^7PVh^77<- (^W : ? p p * 

;UA/^/-;U=9/l) T«U 2- ( 5 -7;M-p - 1 H-J >yV-Jl- 
JLj- JUT i>0. 3 2 g&Wzo C©2 - (5-7Wd-1H-^>/ 
7--/U- 1 -f7l/) ^f-7UT^ >0. 32g^^nDy7>10mli;i»U £ 
tlimWi 0 . 3 0mK T'oh^ >7^fh K 0 . 15ml S-Jn^LgfiKT 3 0 frffl 

mw uz 0 l\ (DRitm^mT b >j r-t i> * ^mit* vm-t hj 7 a o . 7 5 g £ 

mmntu ?pn*7bAT?itifcBu.: 0 £tttz#wmi*mami&T'?mu m 
7J<mv^->^at:«^ *§&£«E8*i&ufc„ nhfttzmm-svfi'fjiti? 

A^P7K77^- (M^ : ^PP*;UA/^y-;l/=9/l) T«U W 

- [ 2 - (5 -771^p - 1 H-J y?y'-)i- \-4)V) JL=f-)V\ 7°o t°;U7 x > 
0 . 0 6 g £n-tz 0 m-^ntzN- [ 2 - (5-7Wo-lH-^> 7'V-;U- 1 - 

k 4 Nimmm^jmm^^ttz&^mks mbemun- 1 2 - c 5 - 

yjij-v- 1 h-4 yyv-ju- 1 -- xf;H 7*P t°7UT i >«t&0 . 0 5 

mmw\4 2 
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[2- (5-7 $ J - 1 H-4 y?V-)\s- 1 — fjU) x?-;l/J *^/n"« >m t e 
r 2 0 g£i^7-;U2 Om 1 Mfl?U dftf:: 4 NElB&'ft 

i^Z-yl^bMU 2- (5-7;;- 1 H--f >VV-JU- 1 ->W xf 
;l/7; ^SfflfeEO. 1 5 g%mtZo 

mmm 4 3 

[2 - (5 -7 = J- 1 tf— f >*V-;U- \-J)V) xf-;!/] >^ t e 

r t -7>;Uxx-r;U0. 59g^ l>;l/x>3 Om 1 iritf$U Ctlfl h^xy2m 

i Kim uzwmm o . 2 0 m i ^-jn^> 7 0 •ct 1 i^raaH$ ufc 0 

««v 7'** > »iEii Lx gijg* y | J*^7A^n7h 
77^- (gfttft : h;l/x >/»x^;U= 2 / 1 ) t« U [ 2 - ( 5 - 7-trf- 
;U7 $ y - 1 H-4 y^'V-JU- l-4)V) x&)V\ 7771" < ;>Stert -7*f\rt/ 

xxtjuo. 6 4g*Wz 0 zo [2- (5-7-fef-;u7;y-if/-^yyv-;u 

- 1 -- f;l/) xf/H ^Itert -T'^Uxx^UO. 2 0 g^xf 

Om ] ^inx.. iSTl 7DfM^U/Co ffttUfcHA£&R& MEI&fcU AT— 
[ 1 - (2-7 ;;xf;l/) - 1 ff — f >*V-;U- 1 74? h7 * K&tttt 

0. 1 Og«/c 0 
»I4 4 

6 -7;i/^-D-f >7V-;u£ (S) - 2 ^>x;u^-;i/^-^->y ^;ut°n y 

JB^T^$ L/c (S) - 2 - (6 - 7;M"P- 1 H--f >7*y"-;U- 
1 ->f;l/> f7P) h°ci U -7>- 1 - ^yl/t'^i^O^xxf^O. 6 6 g©x^ 
1 0 > 5 7A^5 Omg^M, **£fflftT\ iST3 

«W Ufc. Lfctk jgEflET*tt*S± U •> 'J y A 7 

h^7 7^-(Cj:«9ML/Co Cft^ft^XTS^K^U 4Nig»ft».xf- 
;b 0 . 4 5 m I 1 mmtStW l^tz 0 *ftaj U^i§ H e H ^« U @^xf-;l/T'» 
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- 1 - [ (S) - t°o 'J 77- - 1 h-a y?v 

HM4 5 

6 -7;^p^ ?>xj\s*>wl i -ow;i/t°D >j 77- 

3 -w^ajfg^t Lxmi\m^m i iii©^it«Lfc6-7;i' 

*d- l - ( l -K>vV;i/h°D ij 77- 3 --T;U) - 1 //--f >yv-yi/0. 3 
8 g*ft»l Om 1 i^gL, 6Ni£g£5m ] *ftI^. N 6«MMU/^ N jgc 

«?U 7v«6 7m g mf;ll 0^«H$Ufe o cfti;:»Jif7l/£#[i;i N #r 
ffi Lfcteft^WOl Us Slif;l/Tttl U 6 - 7;U* d - 1 - ( fcf d "J -7 7 - 3 - 
4)V) - 1 H-Y>^/-;l/7v«0. 1 3 g*»fc 0 
«#|J4 6 

(S) -2 - (6-'<>^l/t^->-lH-'f>y , /-;l/-l - 1 -> 

^;bx^;l/T= 7 0.14 gCi^y-MtCl 0 96-/"? 5 7 7 Ai&fl 1 5mg, 
tt£S* 0.5ml jpx.. 3 &jE©7fc*£ffl&TT 6 0 iaj*# Ufco - 

ttBET*tt*9* '# £*ifc*ti&£x* y -;l/rifc£ L(S)-2-(6-h 
Kd + 7- 1 H--f yyV-JU- 1-4JU)-1 - i >7-?JUmt& 

0. 0 4g*#fc, 
^Jti^J 4 7 

(S) - 1 - (2-77 K7°Qt?;t/) - 7- 7PP-6-y h + 7- 1 H->f 7 
TV-JbO. 2 6g0fh7hFo77>«s MJ7x-/^77^0. 3 
1 g*HD^ 5 0°CT5I^W$U/c o ^M{rzK«»x., IC5 0°CT1 
5IWlfc^ i^T*tt*9*U ->U*yjU*7A^D-7 hT^-f-K 
ct^ML/co cn^^y-JH:^U 77;H0. 1 1 g©i^y-M« 
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(S) - 2 - (7—7 do - 6 -/ h + y-lH-^ 77 7-^- l-jjU) — I 
- jt f-;Uxf-;U7 $ 7 7 7;Hlg 0 . 2 2 g £#/c 0 

£jfiftl 4 7 £ J; t) ^ ill 4 8 & 5 0 ©Yk^»*^fc 0 

M#>J4 8:2- (6-7Md-1H-^ 77'7-^- 1 - 1 -7>M- 

p y f-;Uxf-;U7 $ > 7 -TVUftg 

JS»: 1- (2-7^K-3-7;U7|-u7ph 0 ;l/) -6-7MP-1 W-^f>^ 

9 : (S) - 2- (7— 7'D-t-6-y h + ->- 1 tf-f 77'7-;U- 1 
-jJU) - 1 - y f-;l/ji^;U7 $ 7 7-7;!/^ 

(S) -1- (2-7'7 K7°Dh°;b) -7-7*P^-6-y h+y-lH 
->C 77'7-;U 

mourns o ■. (s) - 2- (6-> h+7-7— ^fd- 1 h-^^/-^- 1 

-l-yf;bxf;[/7;> 0. 97-771/^ 
(S) -1- (2 -7 7 K7°Ph°;I/) -6-/ h + 
77"V-;I/ 



(S) - 2 - (6 b*->- - 1 H-J 1 --f;U) - 

1 -/^jlx.^jlT i 70. 1 7 g©x^;-« f ; i 0%-/n°777A^^ 
inx^ 7j<*#iimT. ^T6TO»L/Co £)M£-t?:7^ K'HL, MET 

«*jn^^iBT i o#n#u/c 0 mfc-mm^u m^timm^^^ j - 

;l/-7-Y77°Dt: 0 ;l/X— TM%^mm^W(m\. (S)-2-(7-7^y-6 

-y h + 1 H-j >yv-;u- i --r;i/)- i - j i-jv^jvri y y?ju 

Wit&O. 17 g£f#/Co 
§WJ 5 2 

(6 hn- 1 H-^f 77V-;!/- 1 7-fer h- h »J;bO. 2 6 g©Ji 

j -jumsz i o 96-/n°5 w^mzmits ?mwmm\ 5 n# mmw 
uzo fcitrnzt^j hTisu «ET»«*e*L, (6-7 = /- 1 



»j 5 1 
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f-JAT^UOAO. 0 8 g©fh7t Kp-77>«{C^ *#Tn &ffc7;u$ 
A 0. 2 9 g£flnx. 1 0»lfcS(cMi:, IIJilSLfc ( 6 - — hp 
- 1 H-^>y7-;U- 1 --f;l/)7H? h- h VjUDfb^t 5 >»Jtt£fln 
*^ 7jc^T 2 mffls ICIST 2 W U/Co KJE&JgjfcK y^;-;kii:3o% 

h^7 7-f-irj: D«U/Co £*i*x*y-;K:»fl¥U 77;«0. 0 7 g© 
H 1,£^/-;M;:J;<9$#L2 - ( 6 - 7 ^ / - 1 T >VV-Jls- 1 

Rf. 
Ex. 

mp : it£ 

NMR : «*?|X^^ CtfEUCl^ROMISO-d,, TMS«») 5 : 

m/z : ®S#flrlfi (m/z) 

Ms : J is JIM 

Me : J T)Vm 

Et : ifvU* 

Pr : 

Ac : 7-fefVU2£ 

Bn : 'OvWS 
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3 



Kl. 




1 


NMR: 5. 86C2H, s), 7. 01-7. 07UH, m), 7.49-7.55 (1H, m), 7. 63-7. 68C1H, m), 
o. of UH, s; 


Z 


NMK. o. f fun, s;, (. lo^In, aou;, f. /Kin, Guy, /. ooUn. ua;, o. Zblln, S; 


q 
o 


WMP* c; ftfif9H c ^ 7 fil-7 79f9H ft /t^Hl! 


A 


NMR* 9 /1R-9 Aftf^H R ftfi/9H 7 Q/U7 /liVIR m^l 7 fil -7 RGMH 

8. 33-8. 35(lH,m) 


c 
0 


iNiuttvuAyj^y . o. 4Z^zn, by, / . yov.in, a;, o. lOvin, aay, o. Z4vln, GJ, o. 4ovln, Sy 


6 


NMR(CDC1 3 ): 5. 39C2H, s), 7.60(lH,d), 8.30(lH,d), 8. 4K1H, dd), 8.78(lH,d) 


7 
( 


NMKCLDLI3;. 0. oUUn, s;, /. 4Z~ f. 4otZn, m;, f. /bUn, d;, 8. UZUn, s) 


8 


NMR(CDC1 3 ): 5. 29(2H, s), 7.38(lH,d), 7. 58(11 dd), 7.92(lH,d), 8. 02C1H. s) 


A 

9 


NMR(CDCl 3 ): 5. 28(2H, s), 7. 28(lH, d), 7. 73GH, dd), 7. 99(lH, s), 8. 14(1H, d) 


1 f\ 
10 


NMR(CDC1 3 ): 2. 48(3H, s), 5. 28(2H,s), 7. 31-7. 38(2H, m), 7. 54(1H, s), 
(. 9oCln, a; 


11 


NMK^LDLlgJ : U. y4Un. t;, 1. LL'i* 4ZCZH, m; f 1. bl - 1- boCZn, m;, L YoCzH, t), 

R 97^9H 7 ^9-7 40^9H m^i 7 ^flH 7 QQ/^1H 


19 


NMPrrnn v 3 ft7^w ^ 97^9H 7 n^iw r^^ 7 i7nw hh^ 

7 W1H H") 7 Q7MH H") 




NMRCCDn V S 97f9H q") 7 fiRHH 9^ 7 RQHfl 9") R 09HH 
iiiwi\v v v>L'ui 3 y . j. LWCjii, oy, i. ojvin, by, j. oyvln» by, o. u^.^in, by 


14 


NMR(CDC1 3 ): 5.26(2H,s), 7.26(lH,d), 7.99(lH,d), 8.02(lH,s) 


ID 


mk^uA/J^ . 0. Lo\L\\y sjy (. oKin, (. ookln> cUi 0. Uovln, a; 


16 


NMR(CDC1,): 5. 26C2H, s), 7.28(lH,d), 7.83(lH,d), 8.02(lH,s) 


1 7 
1 / 


NMRCLDLl,) : 5. 30(2H, s), 7. 34-7. 37C2H, in), 8. 15C1H, s) 


18 


NMR(CDC1 3 ): 5. 28(2H, s), 7. 49C1H, d), 7.74C1M), 8.03(lH,s) 


1 A 

19 


NMR(CDC1 3 ): 5. 27(2H, s), 7. 27-7. 31 (1H, in), 7- 53C1H, dd), 8. 04(1H, d) 


20 


NMR: 3.86(3H,s), 5. 73(2H, s), 6.85(lH,dd), 7.32(lH,d), 
(. dkIH, a;, 8. OyCln, s; 


9 1 
Zl 


mud . o r\(\f oil /J^ c c/i/iu «^ c no 7 nc/iu m ^ 7 17 7 01/111 
(NMK. z. UUUH, a;, b. 54C1H, q;, b. 9o~7. ObCln, m;, 7. 17-7. 2K1H, m;, 

7.69-7.74(1^ 01), 8.04-8.06(lH,m) 


99 
ZZ 


MUP . 1 QQ 9 9Q^9U m> 9 99 9 £AfAU m \ C A A f 1 U ^ 

6. 99-7. 08(1H, m), 7. 46-7. 52(1H, m), 7. 8K1H, dd), 8. 12(1H, s) 


CO 


NMRrmn V 1 9Sf^H A 99(9H R 1/tr9fl 7 1G-7 99MH m"i 
iMiinv^v^igy . i. £j^on, ty, /CL.v^n, (jy, o. I4^zn, by, /. id f. ^Zkin, m^, 

7. 27-7. 30C1H, m). 7.37(lH,dd), 7. 66-7. 69C1H, m), 8.01(lH,d) 


24 


NMR: 3. 97(3H, s), 5. 92(2H, s), 7. 18C1H, d), 7. 83(1H, d), 8. 24C1H. s) 


25 


NMR: 3.94(2H,t), 5. 04C2H, t), 7. 3K1H, ddd), 7.55(lH,dd), 7.79(lH,dd), 
8. 12(lH,s) 


26 


NMR(CDC1 3 ): 4. 09-4. 13(2H. m), 4. 45(2H, t), 7. 15-7. 20(1H, m), 7. 35(1H, dd), 
7.39(lH,dd), 7.96UH,s) 
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m4 



Rf. 




27 


NMR: 1. 57-1. 78C2H, m), 1. 80-2. 20(4H, m), 4. 24-4. 35(1H, m), 4. 55C1H, d), 
. 4. 79-4. 88C1H, m), 6. 95-7. 04C1H, in), 7. 49-7. 56(1H, m), 7. 76(1H, dd), 
8. 04(1H, s) 


28 


NMR(CDC1 3 ): 2. 72(3H, s), 4. 66 4. 72(4H, m), 7. 18-7. 23C1H, ■). 7.35(lH,dd), 
7.43(lH,dd), 8. OKlH.d) 


29 


NMR(CDC1 3 ) : 3. 0K2H, t), 4. 65(2H, t), 7. 18-7. 25C1H, m), 7. 37C1H, dd), 
7.41(lH,dd), 8.01(lH,d) 


30 


NMR(CDCl :i ): 1. 28C3H, d), 3.16(lH,d), 4. 20-4. 27(1H, m), 4. 30-4. 39(2H, m), 
7. 15-7. 20OH, ■). 7.34-7.40(2H,m), 7.98(lH,d) 


31 


NMR(CDC1 3 ): 1. 28(3H, d), 3.18(lH,d). 4. 20-4. 25C1H, m), 4. 29-4. 39(2H, m), 
7. 15-7. 20(1H, m), 7. 33-7. 40(2H, m), 7.97(lH,d) 


32 


NMR(CDC1 3 ): 1. 29(3H, d), 3. ll(lH,d), 4. 20-4. 26C1H, m), 4.31-4. 40C2H, m), 
7.16-7.2K1H.B), 7.34-7.41(2H,m), 7.99(lH,d) 


33 


NMR(CDC1 3 ): 1. 28(3H, d), 3.18(lH,d), 4. 15-4. 2K1H, m), 4. 30-4. 38(2H, m), 
6.92-6.97C1H, m), 7. 07-7. 10C1H, m), 7. 68(1 H, dd), 8. 00C1H, m) 


34 


NMR: 1.06(3H,d), 3.83(3H,s), 4. 05-4. 16C1H. m). 4. 10-4. 30C2H. m). 
4.85(lH,d), 6.73(lH,dd). 7. 08-7. 1K1H, ■), 7.58(lH,d), 
8. 22C1H, s) 


35 


NMR: 1.04(3H,d). 4. 00-4. 3K3H, ■), 4.85(lH,d), 5. 17(2H,s), 
6.82(lH,dd), 7. 30-7. 65(7H, m). 7. 92(1H, s) 


36 


NMR: 4. 06-4. 58(5H, m), 5.42(lH,d), 6: 93-7. 06(1H, m), 7. 46-7. 52C1H, m), 
7. 78(lH, dd), 8. 10UH, s) S 


37 


NMR: 3. 22-3. 33(5H, m), 3. 97-4. 08OH, ■), 4. 25-4. 45(2H, m), 5.08(lH,d), 
6. 95-7. 04(lH,i), 7.42-7. 48(lH,m), 7. 77(lH, dd), 8. 08C1H, s) 


38 


NMR: l.04(3H,d),4.0l-4. lKlH.m), 4. 53C1H, dd), 4. 72C1H, dd). 4.88(lH,d) 
7. 34(1H, d), 7. 780H, d), 8. 21 (1H, s) 


39 


NMR: 1. 08(3H, d), 4. 00-4. 08(1H, ra). 4. 30-4. 32(2H, m), 4. 85(1H, d), 

f\ A j t~\ An/ nit \ 

8. 04-8. 08(3H, m) 


40 


NMR: 0. 94(3H, d), 3. 77-3. 86C1H, ra), 3. 98C3H, s). 4. 09-4. 13(2H, m), 
4. 83(1H, d), 7. 23C1H, d), 8. 02(1H, d), 8. 23C1H, s) 


41 


NMR: 1. 00(3H, d), 3. 94(3H. s), 4. 04-4. 09C1H, m), 4. 46-4. 50(1H, m), 4. 65 4. 70 

f 1 H m'i A Q/IMW A*\ 7 lA^IU 7 71 I'll] j\ o flC/'IU 

Un, nu, 4. o4Un, a), I. 1UUH, d;, 1. /Kin, d), o. OfaClH, s) 


42 


NMR: l. 0K3H, d), 3. 93C3H. s), 4. 06-4. 14(1H, m). 4. 53-4. 58(lH, m), 

4. 71-4. 75C1H, m), 4. 82(1H, d), 7. 07(1H, d), 7. 75C1H, d), 8. 06(1H, s) 


43 


NMR(CDC1 3 ): 1.33(3H,d), 4. 07-4. 15(1H, m), 4. 29-4. 40(2H, m), 
7. 17-7.22(lH,m), 7.35(lH,dd), 7. 4K1H, dd), 8.00(lH.d) 


44 


WR(CDC1 3 ): 1.33(3H,d), 4. 07-4. 15C1H, m), 4. 29-4. 40(2H, m), 

7. 17-7. 22C1H, m), 7.35(lH,dd), 7.41(lH,dd), 8.00(lH.d) \ 
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z5 



Rf. 




45 


NMR(CDC1 3 ): 1. 33(3H, d), 4. 07-4. 15(1H, m), 4. 29-4. 40(2H, in), 
7. 17-7. 22C1H, m), 7. 35C1H, dd), 7.41(lH,dd), 8. 00(lH,d) 


46 


NMR(CDC1 3 ): 1. 33C3H, d), 4. 08-4. 16C1H, m), 4. 23-4. 36C2H, m), 

6.92-6. 97(lH,m), 7. 09-7. 12(1H, n), 7. 67(1H, dd), 8. 0K1H, m) 


47 


NMR: 1. 23(3H,d), 4. 07 4. 18C1H, m), 4. 41-4. 48C2H, m), 5. 18(2H,s), 
6. 85C1H, dd), 7. 32-7. 64C7H, m), 7. 99(1H, s) 


48 


NMR: 1.24(3H,d), 3.83(3H,s), 4. 06-4. 19C1H. ■), 4. 42-4. 46(2H, m), 
b. 77UH, dd;, 7. 18-7. 21C1H, m), 7. 6K1H, d), 7. 98(lH, s) 


49 


NMR: 1. 64-2. 29(6H, m), 4. 35-4. 440H, m), 4. 97-5. 07C1H, m), 

7. 00-7. 08C1H, m), 7. 60-7. 66(1H, m), 7. 8K1H, dd), 8. 18C1H, s) 


50 


NMR: 4. 35-4. 82(5H, di), 7. 01-7. 10OH. m), 7. 61-7. 67C1H, m), 7.83(lH,dd), 
8. 18C1H, s) 


51 


NMR: 3. 32(3H,s), 3. 43-3. 62(2H, m), 4. 13-4. 23C1H, ra), 4. 42 4. 59C2H, m), 
6. 99-7. 08(lH, m), 7. 55-7. 62C1H, m), 7. 8K1H, dd), 8. 15(1H, s) 


52 


NMR: l. 16(3H, d), 3. 90-4. 13(5H. m), 4. 31-4. 38(lH, m), 7. 28(lH, d), 

Q A7f1H A\ Q QQMU t>> 

o. UiUn, QJ, o. ooKln, S) 


53 


NMR: 1. 23(3H, d), 3. 95(3H, s), 4. 03-4. 10(1H, i), 4. 73-4. 76C2H, m), 
7. 14(lH,d), 7. 75(lH,d), 8. 14(lH,s) 


54 


NMR: 1. 23(3H, d), 3. 94(3H, s), 4. 02-4. 12UH, m). 4. 79-4. 82(2H, m), 
7. ll(lH.d), 7. 79(lH,d), 8. 14(lH,s) 


55 


NMR(CDC1 3 ): 1. 42(9H, s), 3. 59-3. 63(2H, m), 4.42(2H,t), 4. 83(1H, brs), 
6.87(lH,dd), 6.93(lH,d), 7.80(lH,m) 
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Ex. 


R 3 


R 4 




1 


4-F 


H 


m/z: 180(FAB,M' + 1) 

NMR: 3. 29-3. 35(2H, m), 4. 68-4. 75C2H. m). 6. 93- 7. 00C1H, m), 
7. 41-7. 48C1H. m), 7. 57-7. 63(1H, m), 8. 10-8. 35(3H, brs), 
8. 27-8. 29(1H. in) 


2 


5-F 


6-Me 


m/z : 194CFAB, M' M) 

NMR: 2.39(3H,d), 3. 24-3. 36(2H, m), 4. 59-4. 65C2H, m), 

7. 52C1H. d), 7. 64C1H, d), 8. 00-8. 20(2H, brs), 8. 07C1H, s) 


3 


6-F 


H 


m/z: 180(FAB,M'+1) 

NMR: 3. 25-3. 33C2H, m), 4. 63-4. 68(2H, m), 7. 03-7. 09C1H, m), 
7. 63-7. 68C1H, m), 7. 81-7. 88C1H, m), 8. 18(1H, s), 
8. 18-8. 30(3H, brs) 


4 


4-F 


5-F 


ra/z: 198CFAB, M'+l) 

NMR: 3. 28 3. 34C2H, ra), 4. 68-4. 73C2H, in), 7. 53-7. 66C2H, m), 
8. 05-8. 20(2H, brs), 8.37(lH,s) 


5 


4-Me 


5-F 


m/z: 194CFAB, M'+l) 

NMR: 2. 46-2. 47(3H, m), 3. 25-3. 33(2H, m), 4. 63-4. 69C2H, m), 
7.29(lH,dd), 7. 57C1H, dd), 8. 04-8. 2K2H, brs), 
8. 24-8. 26C1H, m) 


6 


6-N0 2 


H 


m/z: 207CFAB, M'+l) 

NMR: 3. 33-3. 38(2H, m), 4. 83(2H, t), 8.00(lH,dd), 8.06(lH,d), 
8. 14(1H, brs), 8.42(lH,s), 8.80(lH,s) 


7 


5-N0 2 


H 


m/z: 207CFAB, M'+l) 

miin Ct Of / rWT \ t rjr/CHl -l. \ T AO/ III J\ O AO /"ATI 1 \ 

NMR: 3. 35(2H, m), 4. 75C2H, t), 7. 93(1H, d), 8. 08(2H, brs), 
8.30(lH,dd). 8.50(lH,s), 8.87(lH,d) 


8 


5-C1 


H 


m/z: 196CFAB, M'+l) 

NMR: 3. 25-3. 35(2H, m), 4. 74(2H, t), 7.46(lH,dd), 7.85(lH,d), 
7.89(lH,d), 8. 15(lH,s), 8.42(3H,brs) 


9 


5-Br 


H 


m/z: 240, 242CFAB, M'+l) 

NMR: 3.29(2H,t), 4.71(2H,t), 7. 56C1H, dd). 7.78(lH,d), 
8.04(lH,d), 8.14(lH,s), 8. 34(2H,brs) 


10 


5-1 


H 


m/z: 288(FAB,M'+1) . 

NMR: 3.29(2H,t), 4. 67C2H, t), 7.63(lH,d), 7.69(lH,dd), . 
8. ll(lH,s), 8. 18(2H, brs), 8.22(lH,d) 



PCT/JP98/00O71 




CH 2 CH 2 NH 2 
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6-2 




Ex. 


R J 


R 4 




11 


5-Br 


6-F 


m/z: 258, 260CFAB, M'+l) 

NMR: 3.29(2H.t), 4. 70C2H, t). 7. 94(lH.d). 8. 17(lH,s), 
8. 20C1H. d). 8.32(2H,brs) 


12 


5-MeO 


H 


m/z: 192CFAB, M'+l) 

NMR: 3. 25-3. 29(2H, ■), 3. 79(3H, s), 4.63(2H,t), 

7. 08-7. 1K1H, m), 7.21(lH,s), 7. 64C1H. d), 8.02(lH,s), 
8. 22C3H, brs) 


13 


5-Me 


H 


m/z: 176CFAB, M'+l) 

NMR: 2.41(3H,s), 3. 23-3. 3K2H, m), 4.66(2H,t), 7. 27C1H, dd), 
7. 55(lH,s), 7. 64C1H, d), 8. 04(1H, s), 8. 32(2H, brs) 


14 


5- n Bu 


H 


m/z: 217CFAB, M' + l) 

NMR: 0.90(3H,t), 1. 27 1. 36C2H, m), 1. 55-1. 63(2H, in), 
2. 68(2H, t), 3. 28(2H, t), 4. 66C2H, t), 7. 29C1H, dd), 
7.55(lH,s), 7.65(lH,d), 8. 05(1H, s), 8.30(3H,brs) 


15 


5 -CI 


6-C1 


m/z: 229(CI,M') 

NMR: 3. 30C2H, t), 4. 69(2H, t), 8. 13QH, s), 8. 15-8. 24(2H, brs), 
8.19(lH,s),8.21(lH,s) 


16 


5-C1 


6-F 


m/z: 214(FAB,M'+1) 

NMR: 3. 29C2H, brs), 4. 69(2H, t), 7. 97(1H, d), 8. 08(1H, d), 
8. 18C1H, s), 8. 28(2H, brs) 


17 


4-C1 


5-F 


m/z: 214(FAB, M'+l) 

NMK: d. ddtzn, brs), 4. 7K2H, t), 7. 56C1H, dd), 7. 8K1H, dd), 
8. 1K2H, brs), 8.28(lH,s) 


18 


5-F 


6-C1 


m/z: 214(FAB,M'+1) 

NMR: 3. 30-3. 32(2H, m), 4.65(2H,t), 7.84(lH,d), 7. 98 (2H, brs), 
ft 1 1 nil rn ft iqhh 

o. iHin, cu, o. Ibvln, sj 


19 


5-F 


6-Br 


m/z: 258, 260(FAB, MHl) 

NMR: 3.29-3.31(2H,m), 4.68(2H,t), 7.79(lH,d), 8. 13(2H, brs), 
8. 18(lH,s), 8.26(lH,d) 


20 


5-F 


6-F 


m/z: 198CFAB, M'+l) 

NMR: 3. 29(2H, t) 4. 68(2H, t), 7. 85(1H, dd), 7. 97(1H, dd), 
8. 18(lH,s), 8.22(2H,brs) 


22 


6-MeO 


H 


mp: 203-204°C 

NMR: 3.26-3.29(2H,m), 3. 87(3H, s), 4. 62-4. 65(2H, m). 
6.79(lH,dd), 7.27(lH,d), 7 63(lH,d), 8.01(lH,s), 
8. 18-8. 25(3H. brs) 
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6-3 



CH 2 CH 2 NH 2 



Ex. 


R J 


R 4 




24 


6-MeO 


7-Br 


m/z: 270, 272CFAB.MH1) 

NMR: 3. 07-3. 1K2H, ■), 3. 93C3H, s), 4. 78-4. 82C2H, m), 
6. 42(lH, s), 7. 09C1H, d), 7. 77(lH, d), 8. IOCIH, s) 


25 


6-C1 


7-C1 


m/z: 230CFAB, MMl) 

NMR: 3. 05-3. 15C2H, in), 3. 20-3. 40(3H, brs), 4. 79(2H, t). 
6. 42C1H, s), 7. 36GH, d), 7. 79(1H, d), 8. 24(1H, s) 


26 


5-F 


H 


m/z: 180(FAB,M' + 1) 

NMR: 3. 28-3. 33(2H, m), 4. 64-4. 70(2H, m), 7. 32-7. 39(lH.m), 
1.00 i.ouun, m;, /. 14- (. oKin, m;, 0. U4-o. Zuioti, brs;, 
8. 14(1H, s) 


42 


5-NH 2 


H 


m/z: 177 (FAB, M'U) 

NMR: 3. 30-3. 3K2H, m), 4.71(2H,t), 7.43(lH,dd), 7.85(lH,d), 
7.88(lH,d), 8. 26(3H, brs), 10. 45 (3H, brs) 


43 


5-NHAc 


H 


m/z: 219CFAB, ITU) 

NMR: 2.07(3H,s), 3. 26-3. 3K2H, m), 4. 65(2H, t), 7.50(lH,dd), 
7.66(lH,d), 8.09(lH,s), 8. 17C1H, m), 10. 12(lH,s) 


52 


6-NH 2 


H 


m/z: 177(FAB,M'fl) 

NMR: 3. 14-3. 20(2H, m), 4. 32-4. 36(2H, m), 6. 48(2H, s), 
6. 49-6. 55(2H, m), 7. 38(1H, d), 7. 78C1H, s) 



^7-1 



Ex. 


A 


R 3 




21 


" CH2CH2CH2 ~~ 


5-F 


m/z: 194CFAB, M'+l) 

NMR: 2. 09-2. 17(2H, m), 2. 75-2. 83C2H, m), 4. 55(2H, t), 
7.30-7.35(lH,m), 7. 55C1H, dd), 7. 82C1H. dd). 
8.08(lH.d), 8.16(2H,brs) 


23 


-CH(Me)CH 2 - 


6-F 


mp: 196-197°C 

NMR: 1.43(3H,d). 3. 29-3. 3K1H. m). 3.40-3. 46C1H. ■), 
5. 07-5.08dH.il), 7. 03-7. 09(1 H, m), 
7.59-7. 63C1H, m), 7. 81-7. 85(lH,m), 
8. 05-8. 07(2H, brs), 8. 21(lH,s) 
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17-2 



Ex. 


A 


R 3 




27 


-CH 2 CH(Me)- 


5-F 


m/z: 194(FAB,M , +1) 

NMR: 1. 18(3H,d), 3. 64-3. 74(1H, m), 4. 53-4. 70C2H. n), 
7.34-7.39(lH,m), 7.59(lH,dd), 7.82(lH,dd), 
8. 15(lH,s), 8.21(2H,brs) 


28 


-CH 2 CH(Me)- 
(S)# 


5-F 


m/z: 194(FAB,M'H) 

NMR: 1. 19(3H,d), 3. 63-3. 74C1H, m), 4. 54-4. 75C2H. m), 
7. 33 7. 39C1H. in), 7.58(lH,dd), 7.86(lH,dd), 
8. 15(lH,s), 8.36(3H,brs) 


29 


-CH 2 CH(Me)- 
(R)f* 


5-F 


m/z: 193(CI,M') 

NMR: 1.19(3H,d), 3. 66-3. 70(1H, m), 4. 54-4. 76C2H. m), 
7.33-7.39(lH,m), 7.58(lH.dd), 7.86(lH,dd), 
8. 15C1H, s), 8. 38(3H, brs) 


30 


-CH 2 CH(Me)- 
(SM* 


6-F 


mp: 160-161°C 

NMR: 1.21(3H,d), 3. 60-3. 72C1H, m), 4. 50 -4. 70(2H, m), 
7. 04-7. 09C1H, m), 7.72C1H, dd), 7.84(1H, dd), 
8. 18C1H, s), 8.34C3H, brs) 


31 


-CH 2 CH(Me)- 

(SMt 


6-MeO 


m/z: 206(FAB,M'H) 

NMR: 1. 12(3H,d), 3. 55-3. 66UH, n), 3.85(3H,s), 
4.43(lH,dd), 4.55(lH,dd), 6. 48(2H, s), 
6. 77C1H, dd), 7. 23-7. 25C1H. m), 7.62(lH,d), 
7.99UH.S) 


32 


-CH 2 CH(Me)- 
(S)# 


6-BnO 


m/z: 282(FAB,M'+1) 

NMR: 1.09(3H,d), 3. 52-3. 6K1H, m), 4. 40C1H, dd). 
4. 50C1H. dd). 5.18(2H,s). 6. 49C2H. s). 
6. 85C1H, dd). 7. 32-7. 44C4H. m), 7. 48- 
7.52(2H.m), 7. 64(lH.d), 7. 99C1H. s) 


33 


& 


6-F 


mp: 203-207°C 

NMR: 1. 56-1. 70C1H. m), 1. 79-1. 9K2H, m). 
1. 95-2. 30(3H, m), 3. 63-3. 72C1H. m). 
4. 87-4. 97(1H, m). 6.43(lH,s), 6.97- 
7. 05(lH.m), 7. 57-7. 63(lH,m), 7.79(lH,dd), 
8. 12(lH.s) 


34 


-CH 2 CH(CH 2 OMe)- 


6-F 


mp: 165-168°C 

NMR: 3. 18-3. 3K5H. n). 3. 37-3. 46(111, m), 4.31- 
4.45(2H,m). 6. 51(lH,s). 6. 99-7. 05C1H. m). 
7.51-7. 56(1H. m). 7.80(lH.dd), 8. ll(lH.s) 



39 



WO 98/30548 



PCT/JP98/00071 





A-NHj 


Ex. 


A 


R 3 




46 


-CH 2 CH(Me>- 
(S)# 


6 -OH 


mp: 177-179°C 

NMR: 1.07(3H,d), 3.51-3.62(lH,m), 4. 29(1H, dd), 
4.38(lH,dd), 6.48(2H,s), 6. 71C1H. dd), 
6.89(lH,s), 7.54(lH,d), 7. 92(lH,s) 


48 


-CH 2 CH(CH 2 F)- 


6-F 


m/z: 212(FAB,M'+1) 

NMR: 3. 43-3. 55C1H. m), 4. 22-4. 48(4H, m), 
6.59(2H,s), 6. 99-7. 06C1H, m). 
7. 54-7. 59C1H, m), 7.80(lH,dd), 8. 12(lH,s) 




N 

CH 2 CH 2 NR 1 R Z 



Ex. 


R' 


R 2 




37 


Et 


Et 


m/z: 236CCI, M') 

NMR: 1. 19(6H,t), 3. 14-3. 20(4H, m), 3. 54-3. 58(2H, m), 4.91(2H,t), 
7. 36-7. 4K1H. m), 7.59(lH,dd), 7.89(lH,dd), 8. 16(lH,s), 
10. 67(lH,brs) 


38 


-(CH 2 ) r 


m/z: 234 (CI, M') 

NMR: 1.82-1.85(2H,m), 1. 91-2. 0K2H, m), 2. 93-3. 04(2H. m), 
3. 45-3. 52(2H, m), 3. 65-3. 70C2H, m), 4. 85(2H, t), 
7. 36-7. 4K1H, m), 7. 59C1H, dd), 7.86(lH,dd), 8. 16(lH,s), 
10. 71 (1H, brs) 


39 


"(CH 2 ) 5 - 


m/z: 248(CI,M') 

NMR: 1. 29-1. 4K1H, m), 1.68-1. 71ClH.ni). 1. 77-1. 8K4H, m), 
2. 87-2. 97(2H, m), 3. 46-3. 53C4H, m), 4. 95C2H, t), 
7. 35-7. 4K1H, m), 7. 58C1H, dd). 7.89(lH,dd), 8. 15(lH,s), 
10. 89C1H, brs) 


40 


nPr 


nPr 


m/z: 254CFAB, M'+l) 

NMR: 0.84(3H,t), 1. 58-1. 68(4H, m), 3. 00-3. 06C4H, m), 
3. 56-3. 60(2H, m), 4. 94(2H, t), 7. 37-7. 42C1H, m), 
7.59(lH,dd), 7. 90C1H, dd), 8. 17(lH,s), 10. 73(1 H, brs) 


41 


nPr 


H 


m/z: 222CFAB, M'+l) 

NMR: 0.89(3H,t), 1. 56-1. 66(2H, m), 2. 87-2. 90(2H, i), 
3. 40-3. 43(2H, m), 4.77(2H,t), 7. 35-7. 40(1H, m), 
7.59(lH,dd), 7.82(lH,dd), 8. 15(lH,s), 8. 97C2H. brs) 1 
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A~NR 1 R 2 



Ex. 


\ 

A-NR 1 R 2 




44 




m/z: 220(FAB,M'H) 

NMR: 1. 66-1. 77C1H, m), 1. 82-2. 1K3B, m), 3. 08-3. 18C IB, in), 
3. 24-3. 3K1H. m), 3. 90-3. 98C1H, ■), 4. 70-4. 83(2H, ■), 
7. 04-7. 09C1H, m), 7. 76-7. 78C1H, m), 7.84ClH.dd), 
8.20(lH,s), 9. 45C2H.br) 


45 


H 


m/z: 206(FAB,M'+1) 

NMR: 2. 18-2.25(1H,id), 2. 30-2. 45C1H, m). 3. 25-3. 48C3H. m). 
3.55-3. 67ClH,m). 5. 44-5. 53C1H, m). 6. 48C2H, s), 
7. 02-7. 10C1H, m), 7. 62-7. 68C1H, m), 7.82ClH,dd), 
8. 16C1H.S) 



mi o-i 



30O 



Ex. 


A 


R 3 


R 4 




35 


-CH 2 CH(Me)- 


5-C1 


6-C1 


m/z: 244CFAB,M'+1) 

NMR: 1. 12(3H,d). 3. 50-3. 61C1H, m). 4.42 
-4. 59C2H. m). 6.49C2H,s), 8. ll(lH.s). 
8.16C1H.S), 8.21ClH,s) 


36 


-CH 2 CHCMe)- 
CS)ft 


6-C1 


7-C1 


m/z: 244CFAB.MM1) 

NMR: 1.01(3H.d), 3. 25-4. 25C4H. m), 4. 60 
-4. 72C2H. m). 6.43ClH,s), 7.37ClH,d), 
7.80ClH.d). 8.25C1H.S) 


47 


-CH 2 CHCMe)- 
CS)ft 


6-MeO 


7-C1 


m/z: 240CFAB,M ( +1) 

NMR: 1. 04C3H, d). 3. 51-3. 6K1B, m), 3. 95C3H, s), 
4. 68-4. 78C2H. m), 6. 47C2H, s). 7. 14ClH.d), 
7.75ClH.d). 8. 13C1H.S) 


49 


-CH 2 CHCMe)- 
CS)ft 


6-MeO 


7-Br 


mp: 178-179°C 

NMR: 1.06(3H.d). 3. 53-3. 62C1H. m), 3. 94C3H, s), 
4. 72 4. 83C2H, m), 6. 46C2H, s), 7. ll(lH,d), 
7.79(lH,d), 8. 13C1H.S) 
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Ex. 


A 


R 3 


R" 




50 


-CH 2 CH(Me)- 
(S)# 


6-MeO 


7-N0 2 


m/z: 251(FAB,M'U) 

NMR: 0. 95C3H, d), 3. 33-3. 39C1B, m), 4. 00(3H, s), 
4. 02-4. 08C1H, m), 4. 17-4. 22C1H, in), 
6.48(2H.s), 7.27(lH,d), 8.06(lH,d), 
8. 30(lH,s) 


51 


-CH 2 CH(Me)- 
(S)# 


6-MeO 


7-NH 2 


m/z: 221(FAB,M , M) 

NMR: 1. 05(3H, d), 3. 57-3. 65C1H, m), 3. 84(3H, s), 
4. 53-4. 60C1H, m), 4. 70-4. 77C1H, m). 
6.48(2H,s), 6.94(lH,d), 7. 08C1H, d). 
7.9K1H.S) 
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at * o m m 



izjft®ztiz%<Dt&*-#®mttz 5 - h t 2 jmn* 



A : 2 ftM 6 <B©ffiftg£W LTI^T k&l ^ffiij^ L < Ji#fttt©7VMr 

2. TIfi-K (II) T'^n§7;;mM ^"/-/bPftXIill? 
ft ft S*©tBo 



A : 2 TjM 6 «©ffi»£W LT^T t>&l M£«£ U < tt#fttt07;M=- 

R'&tfR 2 : ®-Ximte^T7mm^ im7JU^MXi±R l ii.R 2 ^L<ii 





A— N 
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3 . A^xf- u >X\ffu t° b >i£T& £tf *©$&B!^ 2 JIE^©^^ 

5 . r 1 2 tuA&tm? x-tb ztmmmm 4 mm®4t&m<, 

6. 2- (5, 6 - ! J9 dd - 1 H--f >^'V-7l/- 1 --r;l/)i^7-UT $ X (S) 
- 2 - (6 -77M-a- l H-4 >¥V-Jls- 1 --Y7I/) - 1 - y f-7b^f-7UT ^ 
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